lQ/03/2002 16:56 FAI ^ il021 



Amendment and Response 



2968-B 



i APrENDK B 
U.S. A^pL Set. No. 09/742^54 
riflims as PPiidiiHF After F.ntrv of the Instant Amendment 

ill' 

39. (Amended) A method !<jf inbihiting the binding of TWEAK to a 
TWEAK receptor in a mammal in neeid of such treatment, comprising administering 
to the mammal an inhibition-effectivelamouixt of a composition comprising a 
TWEAK receptor antagonist wherein the antagonist is selected from the group 
consisting of a soluble TWEAK receiptor polypeptide that binds TWEAK, an antibody 
that binds the TWEAK receptor, an antisense nucleic acid, a triple helix fonning 
nucleic acid, a peptide, and a small molecule. 

46. (New) A method of inliibiting angiogenesis in a mammal in need of 
such treatment comprising administenng a therapeuticaUy-effective amomit of a 
composition comprising an antagonist of a TWEAK receptor, wherein the TWEAK 
receptor comprises a sequence as set iforfh from amino acids 28-79 of SEQ ID NO:7. 

47. (New) The method oflclaim 46 wherein the composition farther 
comprises a pharmaceutical! y acceptable carrier. 



48. (New) The method of jclaim 46 wherein the mammal is a human. 

49. (New) The method oficlaim 46 wherein the mammal has a disease or 
condition mediated by angiogenesisJ ; 

•!, ' 

50. (New) The method qfi claim 49 wherein the disease or condition is 
characterized by ocular neovascularization. 

51. (New) The method ol claim 49 wherein the disease or condition is a 
malignant or metastatic condition. 

I' 

'I • 

52. (New) The method of claim 51 wherein the malignant or metastatic 
condition is a solid tumor. 



16 
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53 . (New) The method of tl^m 5 1 wherein the method farther comprises 

'i 

treating the mammal with radiation. ^ 

I, • 

54. (New) The method of claim 51 wherein the method further comprises 

•iji" • 

treating the mammal with a chemotherapeotic agent. 

i;i 

55. (New) The method ofiidlaim 54 wherein the chemotherapeutic agent )S 
selected from the group consisting of ^Ikylating agents, antmietaholites, vmca 
alkaloid, plant-derived chemotherapejlitics, nitrosoureas, antitumor antibiotics, 
antitumor enzymes, topoisomerase inliibitors, platinum analogs, adrenocortical 
suppressants, hormones, hormone agonists, honnone antagonists, antibodies, 
immunotherapeutics, blood cell factors, ladiotherapeutics, and biological response 
modifiers. iii 



.iti ■, 

claim 54 wherein the chemotherapeutic agent is 



56. (New) The method o| 
selected from die group consisting ofjtisplatin, cyclophosphamide, mechloretamine, 

melphalan, bleomycin, carbopiatin, fluorouracil, 5-fluorodeoxyuridine, methotrexate, 

111 1 '■ 

taxol, asparaginase, vincristine, vinblaistine, lymphokines, cytokines, interleuJdns, 



interferons, alpha interferon, beta intejrferon, delta interferon, TNF, chlorambucil, 
busulfan, carmustine, lomustine, seniiistine, streptozocin. dacarbazine, cytarabine, 

mercaptopurine, thioguanine, vindesiiie, etoposide, teniposide, dactinomycin, 

.ill ■ 

daunorubicin, doxorubicin, plicamyciin, mitomycin, L-asparaginase, hydroxyurea, 

methylhydrazine, mitotane, tamoxifen, and fluoxymesterone. 

:|' - 

:|! ; 

57. (New) The method of: claim 54 wherein the chemotherapeutic agent is 
selected from the group consisting oliFlb ligand, CD40 ligand, interleukin-2, 
interleukin-12, 4-lBB ligand, anti-4Tj|liBB antibodies; TNF antagonists, TNF receptor 
antagonists, TRAIL, CD148 agonists" ' VEGF antagonists, VEGF receptor antagonists, 
and Tek antagonists. iji j 

58. (New) The method o^ claim 46, wherein the antagonist is selected 
from the group consisting of a soluble TWEAK receptor polypeptide that binds 
TWEAK, an antibody that binds a XyVEAK receptor, an antisense nucleic acid, a 
triple helix forming nucleic acid, a peptide, and a small molecule. 
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59. (New) The method cj4m;58 wherein the antagonist comprises an 
antibody that binds specifically to the 1 [WEAK receptor extracellular domain. 

60. (New) The method of plim 59, wherein the antibody is selected from 
the group consisting of a monoclonal |iiiibody, a humanized antibody, a transgenic 
antibody, and a human antibody. |l j 

l| : \ 

61. ^ew) The method of jd'siim 59 wherein the antibody is conjugated to 
a radioisotope, a plant-derived toxin, lifflngus-derived toxin, a bacterial-derived toxin, 
ricin A, diphtheria toxin, or a chemical- poisoti. 



62. (New) The method of i 
condition mediated by angiogenesis; 

63, (New) The method ofj 



claim 59, wherein the mammal has a disease or 



cjaim 62 wherein the disease or condition is 



characterized by ocular neovascularization 



64. (New) The method of oliaim 62 wherein the disease or condition is a 
malignant or metastatic condition. 

65. (New) The method pjFj claim 64 wherein the malignant or metastatic 
condition is a solid tumor. 

66. (New) The method o| ciaim 64 wherein the method further comprises 
treating the mamimal with radiation. 

67. (New) The method oi, claim 64 wherein the method further comprises 
treating the mammal with achemotfLjerap agent, 

68. (New) The method |f claim 67 wherein the chemotherapeutic agent is 
selected from the group consisting o[f ;allcylating agents, antimetabolites, vinca 
alkaloid, plant-derived chemotherapeutics, nitrosoureas, antimmor antibiotics, 



antitumor enzymes, topoisomerase inhibitors, platinum analogs, adrenocortical 
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F'jciaim 67 wherein the cbemotherapeutic agent is 
selected from the group consisting of iasplatin. cyclophosphamide, mechloretamine, 
melphalan, bleomycin, carboplatin, flporouracil, 5-iluorodeoxyuridine, methotrexate, 
taxol, asparaginase, vincristine, vinblasifine, lymphokines, cytokines, interleukins, 
interferons, alpha interferon, beta inteferon, delta interferon, TNF, chlorambucil, 
busulfan, carmustine, lomustine, seniustine, streptozocin, dacarbazine, cytarabine, 

I ''J 

mercaptoporine, thioguanine, vindesiiQe;| etoposide, teniposide, dactinomycin, 
daunombicin, doxorubicin, pUcamyc^ijIniitoTnycin, L-asparaginase, hydroxyurea, 
methylhydrazine, mitotane, tamoxifdnij-^d fluoxymesterone. 



70. (New) The method of| 

:]' 

selected from the group consisting of 



claim 67 wherein the cbemotherapeutic agent is 

fjl^b ligand, CD40 ligand, interIeuldn-2, 

'\\\' 

interleukin-12, 4-lBB ligand, anti-4-pBB antibodies, TNF antagonists, TNF receptor 
antagonists, TRAIL, CD148 agonists] ;j!pGF antagonists, VEGF receptor antagonists, 
and Tek antagonists. 



71. (New) The method o|f 



Ml'; 
:j'L|! 



ti^tn 58 wherein the antagonist disrupts the 



interaction between the TWEAK recfepijor and a TRAP molecule. 

tl 

72. (New) A method of inMbiting angiogenesis in a mammal in need of 
such treatment comprising adininisteniijg a therapeutically-effective amount of a 

i } [''i ' 

composition comprising an antagoni>t!:pf a TWEAK receptor, wherein the TWEAK 



receptor comprises a sequence as set} 
and the antagonist comprises a polyiji 



ffbkh from amino acids 28-79 of SEQ ID N0:7, 
I'e^itide selected from the group consisting of: 



(a) a soluble fragment 

■11 

wherein the fragment binds TWEAK 

(b) a variant that is at 
binds TWEAK. 



pjl the polypeptide shown as SEQ ID NO: 2, 



Received from <> at 10/3/02 7:57:38 PM [Eastern Daylight Time] 



md 



east 80% identical to (a), wherein the variant 



!- ;i 



!.J! 



19 



10/03/2002 16:57 FAX 



Amendrntni and Response 



73, (New) The method ofjldli^m 72, wherein the antagonist compnses a 
sohible fragment of the polypeptide si||ti as SEQ ID N0:2 and the fragment binds 



TWEAK. 



[21025 



2968-B 



'If 



74, (New) The method of c^ldim 72, wherein the antagonist compnses a 



i 
'iii> 

I. 



variant of a soluble fragment of the pcll^eptide shown in SEQ ID NO:2, the variant is 
at least 80% identical to the soluble fca^ent, and the variant binds TWEAK. 



daim 74 wherein the variant is at least 90% 



claim 75 wherein the variant is at least 98% 



75. (New) The method o^ 
identical to the soluble fragment. 

76. (New) The method o: 
identical to the soluble fragment, 

77. (New) The method oie 
comprises an Fc polypeptide, leucinei zipper domain, and/or peptide linker. 



78. (New) The method b|f 
to four polypeptides selected from 
(a) a soluble fragmeni 



wherein the fragment binds TWEAE ^rj^id 



(b) a variant that is at 
binds TWEAK. 

79. (New) The method o 
Fc polypeptide. 



li I.'!- 



claim 72, wherein the antagonist further 



iillaim 77, wherein the antagonist comprises two 

lup consisting of: 
of, the polypeptide shown as SEQ ID NO:2, 



80. 



(New) The method o:] |ilaim 72 wherein antagonist comprises amino 



acids 28-79 of SEQ ID NO;7. 

81- (New) The method G 
amino acids 28-309 of SEQ ID NO:^7 
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82. (New) The method of claim 72, wherein the mamiDal has a disease or 
condition mediated by angiogenesis. 



1 



83. (New) The method of cljElim 82 wherein the disease or condition is 
characterized by ocular neovascularization. 



84. (New) The method of oltm 82 wherein the disease or condition is a 



malignant or metastatic condition. .j! j 



85. (New) The method of cl^ 84 wherein the malignant or metastatic 
condition is a solid tumor. ;] 

!j 

86. (New) The method of Cjaim 84 wherein the method further comprises 
treating the mammal with radiation, lij 

.1 

87. (New) The method of claim 84 wherein the method further comprises 
treating the mammal with a second chemotherapeutic agent. 



88. (New) The method of claim 87 wherein the chemotherapeutic agent is 

selected from the group consisting of alkylating agents, antimetabolites, vinca 

■{,*> 

alkaloid, plant-derived chemotherapeu&s, nitrosoureas, antitumor antibiotics, 
antitumor enzymes, topoisomerase inhibitors, platinum analogs, adrenocortical 
suppressants, hormones, hormone agonists, hormone antagonists, antibodies, 
immunotherapeutics, blood cell factorsl^Wdiotherapeutics, and biological response 
modifiers. 



89. (New) The method of claim 87 wherein the chemotherapeutic agent is 



selected from the group consisting of ckplatin, cyclophosphamide, mechloretamine, 
melphalan, bleomycin, carboplatin, flatirouracil, 5-fluorodeoxyuridine, methotrexate, 

.Iv 

taxol, asparaginase, vincristine, vinblastine, lymphokines, cytokines, interleukins, 
interferons, alpha interferon, beta interferon, delta interferon, TNF, chlorambucil, 
busulfan, carmu&tine, lomustine, semustine, streptozocin, dacarbazine, cytarabine, 
mercaptopurine, thioguanine, vindesine!, etoposide, teniposide, dactinomycin, 
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daunorubicin, doxorubicin, pUcaTnycia;:iiutomycin, L-asparaginase, hydroxyurea, 
iBeihylhydrazine, mitotane, tamoxifen, ' and flaoxymesterone. 

; \x 

90. (New) The inethod of cl^ 87 wherein the chemotherapeutic agent is 
selected from the group consisting of Flj3 ligand, CD40 ligand, interleukin-2, 
interleuldn-12. 4-lBB Ugand, anti-4-lBl antibodies, TNF antagonists, TNF receptor 
antagonists, TRAIL, CD148 agonists, \(EGF antagonists, VEGF receptor antagonists, 
and Tek antagonists .Tek antagonists. 

r 

a. 

' I V' 

';!.• 
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